ff/^^v^l ^ NITED States EKtent and Trademark Office 









UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 

Address; COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
www.tispto.gov 


APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCKET NO. | CONFIRMATION NO. 



09/516,310 03/01/2000 Yao-Zhong Lin 22000.0021U2 3622 



23859 7590 09/30/2003 

NEEDLE & ROSENBERG, P.C. 
SUITE 1000 

999 PEACHTREE STREET 
ATLANTA, GA 30309-3915 



EXAMINER 



SULLIVAN, DANIEL M 



ART UNIT 



PAPER NUMBER 



1636 

DATE MAILED: 09/30/2003 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 07-01) 





Application No. 


Applicant(s) 


Advisory Action 


09/516,310 


LIN ET AL. 


Examiner 


Art Unit 






Daniel M Sullivan 


1636 





The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 



THE REPLY FILED 27 August 2003 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 
Therefore, further action by the applicant is required to avoid abandonment of this application. A proper reply to a 
final rejection under 37 CFR 1 .1 13 may only be either; (1) a timely filed amendment which places the application in 
condition for allowance; (2) a timely filed Notice of Appeal (with appeal fee); or (3) a timely filed Request for Continued 
Examination (RCE) in compliance with 37 CFR 1.114. 

PERIOD FOR REPLY [check either a) or b)] 

a) CD The period for reply expires months from the mailing date of the final rejection. 

b) O Tn e period for reply expires on: (1) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In 

no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

ONLY CHECK THIS BOX WHEN THE FIRST REPLY WAS FILED WITHIN TWO MONTHS OF THE FINAL REJECTION. See MPEP 

706.07(f). 

Extensions of time may be obtained under 37 CFR 1.136(a). The date on which the petition under 37 CFR 1.136(a) and the appropriate extension 
fee have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension 
fee under 37 CFR 1.17(a) is calculated from: (1) the expiration date of the shortened statutory period for reply originally set in the final Office action; or 
(2) as set forth in (b) above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if 
timely filed, may reduce any earned patent term adjustment. See 37 CFR 1.704(b). 

1 .[3 A Notice of Appeal was filed on 27 August 2003 . Appellant's Brief must be filed within the period set forth in 
37 CFR 1.192(a), or any extension thereof (37 CFR 1.191(d)), to avoid dismissal of the appeal. 

The proposed amendment(s) will not be entered because: 

(a) [X] they raise new issues that would require further consideration and/or search (see NOTE below); 

(b) □ they raise the issue of new matter (see Note below); 

(c) [El they are not deemed to place the application in better form for appeal by materially reducing or simplifying the 

issues for appeal; and/or 

(d) □ they present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: See Continuation Sheet . 
3-D Applicant's reply has overcome the following rejection(s): . 

4. D Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment 

canceling the non-allowable claim(s). 

5. [X] The a)[X] affidavit, b)D exhibit, or c)[>3 request for reconsideration has been considered but does NOT place the 

application in condition for allowance because: See Continuation Sheet . 

6. Q The affidavit or exhibit will NOT be considered because it is not directed SOLELY to issues which were newly 

raised by the Examiner in the final rejection. 

7. KI For purposes of Appeal, the proposed amendment(s) a)KI will not be entered or b)D will be entered and an 

explanation of how the new or amended claims would be rejected is provided below or appended. 

The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: . 

Claim(s) rejected: 6-15.34-38 . 

Claim(s) withdrawn from consideration: 16-26.32,33 . 

8. [>n] The proposed drawing correction filed on 27 August 2003 is a)IEI approved or b)D disapproved by the Examiner. 

9. Q Note the attached Information Disclosure Statement(s)( PTO-1449) Paper No(s). . 

10. □ Other: 
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Continuation of 2 NOTE: The claims have been amended such that they are no longer directed to a method of importing a biologically 
active mo ecu°e into a cell, but are instead directed to a method of importing a peptide, polypeptide or prote.n into a cell As the peptides of 
the cteXs are no longer limited to being biologically active, the scope of the claims is different from the scope of the claims considered in 
prosecution and examination would require a new search. Furthermore, claims that encompass to a method of importing a peptade 
polypeptide or protein which does not have biological activity raise new issues with regard to the "how to use requirement of 35 U.S.C. 
§112, first paragraph. 

It is also noted that this application contains claims 1 6-26 and 33 drawn to an invention nonelected with traverse in the response to the 
restSn mquirement. A complete reply to a final rejection must include cancellation of nonelected claims or other appropriate action (37 
CFR 1.144) See MPEP § 821.01.. 

Continuation of 5. does NOT place the application in condition for allowance because: First, it is noted that the propose amendments 
to the claims had they been entered, would overcome the following: objection to claim 6; the rejection of claims 6-10 and 34-38 under 35 
U C § *1?2 firs? paragraph, as containing limitations that are not supported by the originally ed disclosure; he rejection of claims ,10 
and 34-38 under 35 U S C §1 12, first paragraph, as lacking adequate descriptive support for "an antigenic polypeptide" and a portion of 
a protein"; and the rejection of claims 6-10 and 34-38 under 35 U.S.C. §112, second paragraph, as indefinite. 

-Rejections under 35 U.S.C. §112, first paragraph, (enablement): 

Applicant's arguments regarding enablement of the claims are first directed to the Examiner's statements regarding targeting of the 
Woloaica lv active molecule Applicant argues that, contrary to the Examiner's assertion, avoiding systemic importation into all cells is not 
c£ to th SerSEn Applican dtes teachings from the specification which indicate that targeting of the biologically ac ive molecule 
might be S S vato means and does not require some means to prevent importation of the molecule into all cells. This argument 
has been 2 Answered but is not found persuasive because the claims clearly encompass delivery of biologically active molecules such 
Sftoxin pSe^des which the skilled artisan would expect to require targeting to have therapeutic utility. The ff™^^$™ 
tha some embodiments of the claimed invention would not require targeting selected cells for therapeut.c effect, a * demo ^ fatedby the 
showing ^inThe Declaration of Dr. Hawiger. However, given that the claims are directed to methods of using widely divergent biologically 
ISrSolecules including molecules that would require targeting to selected cells to be used therapeutically, the showings of the 
Declaration do not support enablement for the full scope of the claimed subject matter. 

In resoonse to the Examiner's assertion that undue experimentation would be required to practice the method using the broad scope 
^compassed by the importation competent signal peptide of the claims, Applicant cites a general teaching from the specificat.on 
fndicaTnq that the importation competent signal peptide is about 10-50 amino acid residues and contains a hydrophobic Hpid-soluble 
po^or ( fy P ica yaboSt 55-60% hydrophobic residues). Applicant argues that, in view of these teachings and tea chmgs ; from he art as to 
how one could assay for the activity of an importation competent signal peptide, the experimentation required to practice invention 
usL the fuH scooe of importation signal peptides would be routine. This argument is not persuasive because it fails to take into account 
the treme^ would have to be assayed for activity. Even if the structural features set forth m the specification 

werelken a aSte limitations on the importation competent signal peptide of the claims (in fact, they are only suggested as possibly 

t feaK»e Smtettons would be common to millions of peptides, only a small fraction of which would have the activity of an 
KSon sS peptide With regard to claims that comprise broad generic limitations, the standard for enablement is whether a skilled 
p™ s o co l^deSrSe wh!?h embodiments that were conceived but not yet made would be '^^^^^^S^ 
no more effort than is normally required in the art. Atlas Powder Co. v. E.I du Pont de Nemours & Co (224 USPG I 409 414 hereinafter 
Atlas) Further Atlas provides, "if the number of inoperative combinations becomes significant, and in effect forces one of ordinary skill in 
the art to ^periment d I order to practice the claimed invention, the claims might indeed be invalid" (page 414). Applicants 
arqume^teS rSe into account the enormous scope of the importation competent signal peptide of the claims. Because determining 
which embod mente that were conceived, but not yet made, would be inoperative or operative would clearly require expenditure of more 
effort : tha^ lV nomSly required in the art, practicing the full scope of the claimed method would require undue experimentation. 

-Rejections under 35 U.S.C. §112, first paragraph, (possession): 

In response to the Examiner's arguments of record regarding written description for the method as it broadly encompasses using any 
mSrSton signal petude, Applicant asserts that: (1 ) the specification indeed provides an adequate written description of the importation 
Sm^nTslB 3 iT P ^des• tobe used in the claimed method, (2) notwithstanding this, the specification ^ n n * ^ 
descriotion of the importation peptides to be used in the claimed method because it is only the claimed method itself that must be 
de c bed and (3 ThTspeciflcation need not provide a written description of the importation competent signal peptides to be used in the 
claimed I method I because the peptides are only involved in making and using the claimed method and are not the claimed method itself. 

To support the first assertion, Applicant particularly cites the Written Description Guidelines (66 Fed. Reg. 1 ,099 (Jan 5^2001 )) and Enzo 
Bbchem. V. Gen-probe, 296 F.3d 1316, 1324 (Fed. Cir. 2002). Applicant states: "The standards embodied ,n the Wnten Descr ptoon 
Guidelines in general, and in Example 16 of the Synopsis of Guidelines in particular have recen ly been adopted by the Federal Circuit as 
valid for the analysis of compliance with the written description requirement... Enzo II states that "rt is not correct tha j all funct^nal 
descr \o ions fail to meet the written description requirement." Id. at I324. Thus, a claim to method that includes the step of administering 
tohe sub ect a complex comprising a peptide, polypeptide, or protein linked to a mammalian hydrophobic importation competertgnal 
peptide as functionally and structurally defined by the specification (e.g., at page 10 line 20, through page 21 line 16), s adequately 
described even in the absence of description of the structure-function correlation between specific amino acids and the importation 
function of the signal peptide, as required by the Office Action" (page 11). 

These arguments have been fully considered but are not found persuasive because they mischaracterize the statements found in Enzo 
and the Written Description Guidelines. The statement from Enzo cited by Applicant is immediately followed by, [i]n its 
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Guidelines, the PTO has determined that the written description requirement can be met by 'show[ing] that an invention is complete by 
disclosure of sufficiently detailed, relevant 

identifying characteristics ... i.e., complete or partial structure, other physical and/or chemical properties, functional characteristics when 
coupled with a known or disclosed correlation between function and structure" (emphasis added in Enzo). Citing Example 16 of the 
Written Description Guidelines, the court adds, "the PTO would find compliance with § 11 2, 1 , for a claim to an 'isolated antibody capable 
of binding to antigen X/ notwithstanding the functional definition of the antibody, in light of 'the well defined structural characteristics for the 
five classes of antibody, the functional characteristics of antibody binding, and the fact that the antibody technology is well developed and 
mature."' (emphasis added). Thus, the court clearly indicates that, contrary to Applicant's assertion, a recitation of functional 
characteristics alone does not provide adequate written description for a molecule. Instead, the statements made in Enzo and the Written 
Description Guidelines, when viewed in context, provide that a recitation of function must be "coupled with a known or disclosed 
correlation between function and structure". In contrast to the antibody of Example 1 6 of the Synopsis of Guidelines referred to in Enzo, 
the instant importation competent polypeptide does not have well defined structural characteristics and neither the art nor the specification 
disclose a correlation between function and structure. 

Next, Applicant asserts that a claim to a method does not require description of the structure of compounds used in the method. Applicant 
states, "the written description of a method invention requires description only of the acts to be performed (because a method (e.g., one or 
more acts) is what the invention is)" (page 12). This argument has been fully considered, however it is the Examiner's position that a 
description of a method of using an importation competent signal peptide must describe that which is being used in the method. Applicant 
seems to be arguing that a method of delivering a biologically active molecule into a ceil need not describe the active agent used in 
delivering said biologically active molecule; that a recitation of function in the context of a positive process step meets the written 
description requirement of 35 U.S.C. §112, first paragraph. By this reasoning, a claim to a method of curing cancer comprising 
administering an agent that cures cancer also meets the written description requirement. Applicant argues that nothing in the statute or 
the case law requires a written description of anything other than the claimed invention for compliance with the written description 
requirement. While the Examiner accepts this general premise, there is nothing. to suggest that a description of the materials used in a 
method is irrelevant to the description of the method itself. In contrast, it is the Examiner's position that claims directed to a method of 
delivering an agent are not adequately described if the skilled artisan could not envision what is being delivered. 

Next, Applicant argues that the requirement that the manner and process of making and using the claimed invention be described is not 
part of the written description requirement. Applicant discusses the case law establishing that the written description requirement of 35 
U.S.C. §112, first paragraph, is distinct from the enablement requirement, which is acknowledged by the Examiner. However, the 
Examiner maintains that a description of a method of using a product must describe the product being used in order to meet the written 
description requirement. The claims recite a single process step (i.e., administering to the subject...). Applicant seems to be arguing that 
the invention is adequately described, even if the importation competent signal peptide is not, because the specification describes the act 
of administering. However, it is the structure of the importation competent signal peptide itself, not administering, that dictates importation 
of the biologically active molecule. Surely it cannot be the case that a description of a method of delivering a bioactive molecule into a cell 
need not describe that which actually delivers the bioactive molecule into a cell. Applicant then goes on to reiterate the argument that a 
description of a process "need only describe the act to be performed" (page 13). These arguments are addressed herein above. 

Finally, Applicant asserts that identification of additional importation competent signal peptides does not implicate the written description 
requirement requirements of written description. Applicant argues, "the claim requires that the peptide, polypeptide, or protein be imported 
into the cell of the subject. This is an effect of the method, not a step of the method. Obtaining this effect is solely an issue of enablement, 
not written description. The effect is not a step or act required to perform the method, it is only a result that those of skill in the art must be 
able to obtain" (page 14). However, it is the Examiner's position that the step or act of administering is not fully described without a 
description of what is being administered. The claim is directed to a method of importing a biologically active molecule into a ceil in a 
subject. Applicant is arguing that a description of the act of administering adequately describes this method even though the act itself is 
generic to ail methods of treatment and, in and of itself, does not generally result in importation of a biologically active molecule into a cell. 
It is unclear how merely describing an action that does not result in a biologically active molecule being imported into a cell fully describes 
a method of importing a biologically active molecule into a cell. Applicant further argues, "how to make the importation competent signal 
peptides is at most only an aspect of how to 'make' the claimed method because the materials to be used in a method are arguably part of 
'making' such a method. Making the materials used in a claimed method is clearly not the method itself or a step in the method" (page 15). 
This argument is not found persuasive because the basis for the written description rejection is that the specification does not describe the 
importation competent signal peptide of the claims (the "how to make" requirement has been addressed in previous Office Actions and 
herein above with regard to enablement under 35 U.S.C. §112, first paragraph). For reasons also provided in previous Office Actions and 
herein above, the claimed method of using an importation competent signal peptide as a whole is not adequately described in the 
absence of a description of the importation competent signal peptide itself. Thus, Applicants arguments, when considered individually and 
as a whole, are not found persuasive and the claims stand rejected under 35 U.S.C. §112, first paragraph, as lacking adequate written 
description for the claimed subject matter.. 




JAMES KETTER 
PRIMARY EXAMINER 
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